In The Specification: 



Please replace the paragraph at lines 2-9 on Page 153 with the following text: 



Various fragments of the mouse Shh gene were cloned into the pETl ID vector as fusion 
proteins with a poly(His) leader sequence to facilitate purification. Briefly, fusion genes 
encoding the mature M-Shh protein (corresponding to Cys-25 through Ser-437 of SEQ ID No. 
11) or N-terminal containing fragments, and an N-terminal exogenous leader having the 
sequence M-G-S-S-H-H-H-H-H-H-L-V-P-R-G-S-H-M (SEQ ID NO: 55) were cloned in 
pETUD and introduced into E. coll The poly(His)-S/z/z fusion proteins were purified using 
nickel chelate chromatography according to the vendor's instructions (Qiagen catalog 30210), 
and the poly(His) leader cleaved from the purified proteins by treatment with thrombin. 





Although Applicants believe no fees are due, the Commissioner is hereby authorized to 
charge any deficiency in the fees filed, asserted to be filed or which should have been filed 
herewith (or with any paper hereafter filed in this application by this firm) to our Deposit 
Account No. 18-1945, under Order No. HMSU-P14-006. Please direct any questions arising 
from this submission to the undersigned at (617) 951-7615. 



Ropes & Gray 

One International Place 

Boston, MA 02110 

Phone:617-951-7615 

Fax: 617-951-7050 




Respectfully Submitted, 
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